Injuries can induce adaptations in pain processing that result in amplification of signaling. One mechanism may be analogous to long-term potentiation and involve the atypical protein kinase C, PKMf. The possible contribution of PKMf-dependent and independent amplification mechanisms to experimental neuropathic pain was explored in rats with spinal nerve ligation (SNL) injury. SNL increased p-PKMf in the rostral anterior cingulate cortex (rACC), a site that mediates, in part, the unpleasant aspects of pain. Inhibition of PKMf within the rACC by a single administration of f-pseudosubstrate inhibitory peptide (ZIP) reversed SNL-induced aversiveness within 24 hours, whereas N-methyl-D-aspartate receptor blockade with MK-801 had no effects. The SNL-induced aversive state (reflecting ''spontaneous'' pain), was reestablished in a time-dependent manner, with full recovery observed 7 days post-ZIP administration. Neither rACC ZIP nor MK-801 altered evoked responses. In contrast, spinal ZIP or MK-801, but not scrambled peptide, transiently reversed evoked hypersensitivity, but had no effect on nerve injury-induced spontaneous pain. PKMf phosphorylation was not altered by SNL in the spinal dorsal horn. These data suggest that amplification mechanisms contribute to different aspects of neuropathic pain at different levels of the neuraxis. Thus, PKMf-dependent amplification contributes to nerve injury-induced aversiveness within the rACC. Moreover, unlike mechanisms maintaining memory, the consequences of PKMf inhibition within the rACC are not permanent in neuropathic pain, possibly reflecting the re-establishment of amplification mechanisms by ongoing activity of injured nerves. In the spinal cord, however, both PKMf-dependent and independent mechanisms contribute to amplification of evoked responses, but apparently not spontaneous pain.
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Introduction
Neuropathic pain is often characterized by spontaneous pain and, in some patients, allodynia to touch and cold [3] [4] [5] . Following injury, pain resulting from previously innocuous touch stimuli may result from altered processing of low threshold inputs within the central nervous system [24, 25, 36, 42, 46, 50] . Enhanced afferent drive is thought to elicit a state of central sensitization resulting in amplification of signaling [12, 24, 59] . A proposed mechanism that may contribute to central sensitization is synaptic long-term potentiation (LTP) [42] . Amplified signaling between C fibers and second-order spinal neurons has been demonstrated following injury [42, 58] , and such plasticity also likely mediates hyperalgesia [24, 42] .
Mechanisms of amplification have been studied primarily in slice preparations or in the spinal cord [24, 42] . LTP has been demonstrated in the spinal cord as well as within several regions of the brain, including the anterior cingulate cortex (ACC) following nerve injury [25] . Whether, or how, such mechanisms of amplification contribute to specific components of pain at different levels of 
